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Dear Sirs: 

RONALD C. FEDUS hereby declares as follows: 

1 . , am the attorney in charge of the above-identif.ed applicat.on, and I am 
fully familiar with its content. 

2 I have compared the information transmitted via seq id nos: 1-51 as per 
the paper copy submitted with the accompanying Communicate and attest that they 
present no new matter. 

3 I hereby declare that all statements made herein of my own knowledge are 
true and that ail statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or impnsonment, or both, under 

mav jeopardize the validity of the application or any patent issued thereon. 
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FIRST CLASS CERTIFICATE 

t hereby certify that thit contspfWilfnce t\ htin$ 
deposited VHkiy writ] th« VS PtwaJ Service :\% 
first cl»M mat] in an ««mlop« *JdM*eii tr> 
Contniumner of Pltentt A. Tnikmarkj Wjshin|ton. 

D«tr 





RonaUi C Rtlus 
Reg. So. 31567 



Elazar Rabbani et ai 

Serial No.: Not Yet Ab=>igned 

2 er (Cest for a Continuation Application Under 37 C.F.R. §1 62 - 
y May 10. 2000) 



X 



5 X 




The Commissioner ,s hereby authorized to charge > payment of the 
filina fee as well as the following fees associated with this 
Ration or to credit any overpayment to Depos-t Account No 
05.H35 , A duplicate copy of this sheet is enclosed. 

Any additional filing fees required under 37 CFR §1 .16. 
Any patent application processing fees under 37 CFR §117. 
ThP Commissioner is hereby authorized to charge payment of the 

of this sheet is enclosed. 

X Anv patent application processing fees under 37 CFR . §1 IT 
jZ issue fee'set in 37 CFR §1-1^ ? ^ ma -ng of the 
Notice of Allowance, pursuant to 37 CFR §1 3 l 
Any filing fees under 37 CFR §116 for presentation of extra 

claims. 

A check in the amount of $ * enclosed 

Cancel claims _ ■ -' 



12. 



13. 



,u u lc K r^r^y^ontinuation divisional, 



o7Nov ember25, 1997y =- 
Transfer the drawings from the prior application, 
informal Formal drawings are enclosed. 

the prior application file. 



filed on 



14. 



Priority of application Serial No o — r-^- 

is claimed under 35 U.S.C. §119. -,-rr— - t~ t 
fi^er&copy of the priority application has been filed in pnor 
application Serial No. _ tl,ed " 

^ ^ c ^r^ J - f re.-r.rfj t 0 Fnzo Therapeutics, 
he p. u. aPH'^'o- ■ J Madisop Avenue New York, New 

YorkT0022 U [A copy of the originally submitted Assignment and 
the Notice of Recordation are enclosed herewith ] 

A preliminary amendment is enclosed. 



Attorne y's DorkRt No. Enz-53(D 3j(FWCj 



Elazar Rabbani et a. 

Serial No.: Not Yet Assigned 



Page: a Continuation Application Under 37 C.F.R. §1 62 - 



May 10, 2000) ^ ? ^ 



1 5 X The power of attorney in the prior application is to 



Ronald C Fedus, Reg. No. 32,567 

(a) __x__ The power appears in the original papers in the prior 

application. 

Since the power does not appear in the original 
papers, a copy of the power in the prior application is 
enclosed. 

A copy of a new substitute power of attorney is 
enclosed. 



(b) 



(c) 



( A\ X Address all future communications to: (May only be 

1 ' — completed by applicant, or attorney or agent of 

record.) 

Ronald C. FedusJEsg^ 

Fnzo Therapeutics. Inc. 

r./n Enzo P iochem. Inc. 

597 Madison A *"*""* ( 9th FloQr ^ 

Maw Ynrk. New York 10022 

1 6 I hereby verify that the attached papers are a true copy of prior 

application Serial No. . 

^ssssx^xz?* Sestet-* 

may jeopardize the validity of the application or^ patenU^g 

May_1^200Q_ M^bf^ 

Date Registration No. 32, 567 

Attorney for Applicants 
Inventor(s) 

Assignee of Complete Interest 

X Attorney or Agent of Record 
^3 Filed under 37 CFR §1. 34(a) 



Address of Signator. 

Enzo Therapeutics, Inc. 

c/o Enzo Biochem, Inc. 

527 Madison Avenue (9th Floor) 

New York, New York 10022 
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Furthermore, pl-smids are taught cont..n,n, , an - se 
segments introduced into the transcript ^region o the U en p 

pHSD _ 4 m so that Xe^rcomp^e^ re^on of the HIV 
RNA sequence is p oduced to t h mgde usjng the 

gen0 me. Specfica V c pDU £ B. descrjbed ^ as 

r; S r e orc e on A ta,n,ng a non-H^V sequence. A 

also contained the gene for neomycin res.stance). 

nther multi-cassette constructs taught were. . » a" 

Other multi cass ^ ^ ^ ^ ^ CQ the A 

' ' the "B" antisense T7 operon and the C 

in antisense inhibition of HIV. ninfecteaua J antise nse by 

the following is shown: (1) expression , o fAB * d C „ , jne 
hybridization analysis after expression ^ he U1 c on ,p ^ 
3), (2) expression of the mple ^ consort (P . . = 
1)whi ch -suit in a de a , , — ^ 

'Td^hese r ut; wer confirmed by absence P 24 amplification 
cells, and these results w taraeted D NA, and (3) expression 

next to control eel » ™ ™ of the ta geted . a upstream 

of the construct of f.gure 50, a fus '°^° A tjon caused 

of B-gal gene where antisense activrty erf the P fesuits jn 
inhibition of B-gal activity as shown in ^lacZ a ssay ^ 
figure 51 show HIV A/Anti-A ^ q{ 

triple U1 construct was used by co transt ectwj contajning cells 
the uninfected cells whereas the infected and com 

i ... □ na i pynression. Therefore, it does noi d^pec. 
showed high B-gal expression. ARC and T7 polymerase 

challenge experiments. nmphPt , na |lv tauqht: the primary 

Additional constructs die u,^.~ r—i — ■ , . 

nude," acid construct that propagates production ^ the 
production of single-stranded antisense, etc. in e«mples J 
?he retrovirus vector containing sequence for the expres 
antisense RNA directed at HIV on page 181 , last para. 

Further comments by the Examiner continued on pages 9-11: 

n ■ o 9? 94 read on any construct bound non-ionically to a 
,. Q _ nd cnem^ca..y modmed entity, further limited « 

S"ng a polynuc'leo^de tail terminus and where the tail is hyonaized l0 
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The breadth of genus 

a complementary P^'^VlTof" the lack of specificity of 
sought for such is not enab ed n v .ew « ^ w de 

guidance in the specification as hiea. vggue|y claim 

guidance for the breadth claimed since t jon teacnes 

Constructs" which "produce produc t«- T ^ frQm 

V co^ X 5S dTnrenta.! chemical modified entities nor 
polynU c S determ,n, o ^ broadly drawn to j a nucleic^acid 

construct for producing a P roduC ! substantially amoved during 
"processing element tnat _ |anquag e "processing element 
processing" in a "compatible c Th languj ^ ^ a 

reads on expression of any gen ^ rjbozymei 

"processing" funct,on * au " ng a modification of any molecule 

polymerase, or any pr em cau no sQught f uch 

(protein or DNA)in a cell. The scop ificity 0 f guidance 

instructs is not enabled in «jw of the J k o P ^ guj(Ja 

in the specification as filed claim "constructs" 
fort he breadth claimed since th ,; rocessing " function. The 

which produce "products having a P .,„„ CO nta,n,ng 

specification teaches TremS in a compatible cell. The 

polymerase wherein the mtron is removed 

specification does not exemplify as described in 

application of the T7 ^ tne U1A,B,C clone co- 

:retd 1 wit'h Xolyl^ another - is exemplified ,n the 

H ' V «tZSZ£% = - ciW the for produ.,- 

product in a cell and no exemphf ,ca ion of whole o ^ ^ ^ Qf 

found in the specification as t.ieo. therapv art for 

unpredictability in the antisense ar and analo gou ^ fl ^ ^ 

i„ vivo (whole organism) app ^»"»- T h ^ t0 tne orga nism are: (D 
t0 successful delivery of ant.sen « delwery ^ ^ the 

penetration of the plasma membrane of the t J enzymatjc 
target site in the ^.m « nuc eu. ; U ^ ^ d 
degradation, and (3) the aDiiny Branch). Despite the 

simultaneously avoid non-specific b d ng (see oligonucle0 tide 
synthesis of more recent J uc « se ^ /n ^ 

^a-kbonps and isolated successeb + ^ rhaMenq e of 

majority of designee ant^ense - ■ target gnd further 

successful entry and 'f^^s 'can routinely be obtained. Note 
such that antisense and ^.^.^ZroJ reports have cited 
Flanagan et al. who teach »' tho "^ n ^ ed t0 ce „ medium, direct 
antisense effects using oligonucleo desa dde ^.^ fcy gn 

proof that 

antisense mechanism is still lack nc , pag jsense m0 ,ecule are not 

Specifically, in v.tro results with one an ^.^^ 

predictive of in vivo l^™™^™^ by "raising the 
specificity to its target ma be P jons that are 

temperature or changing the .on* in nuc ,eic acd 
comm0 nly used to r f^ e (Br b a a n C c k h 9r ° p Un 48) recovery of antisense 
hybridization experiments. m vivo requires further 

molecules with "enhanced specificity 
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experime ntat,on for wh,ch no gu,d = te t-ugh. in *- spe~ 
Note Branch who teaches the state o the ^ 

^"^j^^^^L m 'I™, effective 
what portions of an RNA mototew 1 screening a large 

antisense molecules must be found emp r.ca. y V ^ 
number of candidates for the, abi.ity to act m. on 
P 49)." And in the instant case, the claims re 

antisense inhibition has been shown, nor do the 
correlate with whole organism delivery. 



The Examiner co 
stated: 



nc ,uded her remarks on enablement on pages 11-12 where she 



n „ nf .kill in the art would not accept on its face the 
succe 5 °Z dlSv'ol Ve disclosed a-— ;= 
of the lack of guidance in th^«P ecf,ca ^" a ^* e a " h P (1) stability of 
the art. Specifically the ^'Tj^T^f ^ the whole 
the antisense molecule m vivo, (2 effec ive ae y 

organism and specificity to the ^ X ^^\^Ze m marked 
nor (4) entry of molecule into cell and effec factors 
by visualization of the desired treatment .e f arts ed 
are those found to be highly unpredic tab e n the a rt ^ 

whole organism use of the claimed conducts- ^ 

No determination of enablement can be rnaoe 
because there is no independent : claim rom - ^ 
Without knowing what claims 2-21 depend on, 
claims is not known. 

The enablement rejection is respectfully traversed. 

With respect to the application of the enablement reaction to Cairns 2-24, 
such grounds have been rendered moot, of course, by the cancelation of these 



g 

hereinabove. 



wi ,„ respec, „ c,a im s 245-260. i, is «*"*>- *« " 

mm , „, , h ese c„, ms , s ™ - • skiM 7° 8 ;;;; uW 

„.„_,.. „i,hou. undue .xpo— »n. Applied =l»™d 

p,aot ' .. . ,, oH _ rl ;„ n a rmed with the disclosure, 

•ctfully submitted that the ordinarily skn.ed «,rt. 0 an. a.m-a 



respe( 
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pressing elements as s« forth in the p.esen, ola.ms. 

an. wi^.wa, .< - " " SPeC " U " V 



requested 



TM^eiectipnJJn^^ 

Claims 2-24 and 245-260 stand rejected under 35 U.S.C. S1 12. first 
paragraph as a.leged.y contain, subject matter wh.ch was not described ,n the 

zin * - - - - <° — ~- to ° ne sk,,,ed in the r:i 

I th9t the inventor,), at the t,me the application was f.led, bad possess, on of 
claime d invention. ,n the Office Action (pages 12-14,, the Examiner stated: 

r. • .9 21 are drawn to a missing independent claim and 
Claims 2-21 a e draw determined. Claims 22- 

therefore the scope claimed ,s no t able to nQn _ 

24 are drawn to a »^™»£™^^£ rt ca*o n or a ligand and 
ionically to an entity having a . < he ™ ca ^ further broad | Y drawn 
produce a product in a cell. Claims nx> whjch 
fo a nucleic acid construct for produ ng, ^rod ^ 
includes a "process.ng element that is 

processing" in a "compatible cell. Vonstructs - for producing a 

The claims broadly encompa s constructs p ^ 

■■product" and it is not clear what is emb ed V ^ 
claims read on vectors, genomes, eel, p ica , modification - 

transcription, etc. the construct. 

as used in claim 22 is no a number ° f 
The instant specf.cat.on ^scribes ^p ^ ^ ^ , p 

potentldL m. : ,, ; e orovide lim ,ted add.t.onai csclusu.e 

a ceil, i he suhh- --J- , hnr3r .tpristics because tbey primary 

^JXZZZSJZZZL^ «H* « »'V one 

Clean, .ne speci.icanon « » ™ ,„ c , aims 256 . 

nucleic acid sequences of claim 260. HjV chal|enge 

Furthermore, the actual con t ructs used ^ ^ 

and Lac-Z assays taught in tne .pec.f^t.-n . ^ 

and exact terms (p. 169, line 3 rec.tes U1 cone , 
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a 1 fi7 last line recites 
line 1 recites "triple U1 ^"^.^ i»'" ot cto ^ 

2^^^Si h the T7 P ° ,vmerase ' ° r 

in the molecular biology art, in v.e« the V for 
claimed and the lack of *^Xt!*Z - coupled with the high 
such a broad genus of P°«' ble C °" S ™* ch cou | d fall within this 
,evel of unpredictability or eon^«. w ificati0 n as filed 

genus such as those involving gene therapy, th ^ ^ ^ 

™n°:; d : n^^^r- — species for the 

^^Jun. IB. 1998 (Vol. 63 ^ ^J"Z 
32645) Federal Register for the ^ ^!^.^ m Description" 
of patent applications under the 35 U S.U 

requirement. 

The written description rejection is respectfu.ly traversed. 

t to claims 2-24 the cancelation of those claims above renders 
With respect to cla.ms 2 2 ^ 

the instant description rejection moot as it applies 

, • 260 it is believed that the scope of these claims 

With respect to claims 245-260. it is 

respectfully requested. 



1 qc 1 1 c p s 102(e) as being 

- t , 1 1 S Patent No. 5,61 0,067, issued on March 11, 1 80 /, 
anticipated by Sato et a.., U.S. Patent ^ ^ 

based upon an application filed on December 12, 1991. 

1 5), the Examiner stated: 

+ . ^ Hra ^ n to a nucleic acid construct for 
Thp claimed invention is dra*,n _ - pa ovpmss.on of 

co-expression of a non-native polymerase 
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to the February lb, WMI ^ 

in « rell Further limitations include use 
another nucleic acid sequence in a cell Fur 

tRNA primer. 

Tne ,eiec,ion ,o, ,n*ipa,ion p, S.i.o e, a,, is respec,.* — 

,„ ,e,ponse. Apples ,esp«.«, comend ft,, S-»'. P«« 
disclosure neifte, .eaenes no, s u99 e S .s ftei, cl.i^d invention. 



Bec on,id„,<ion .nd witnd.awal o, «s an.icipa.ion .<*K*on 

respectfully traversed. 



is 



Calms 245-247, and 249-254 are rejected under 35 U.S.C. i102<.> as 
Claims 24b 7 ig97( based 

bei „ 9 an.icpa.ed * W. 9 ne, e, - " » Actjon ipages , 6 , , ne 

upon an application filed on May 14, 1993. 

Examiner stated: 

The Calmed invention is drawn to anuc^c : acid construct for 

co-expression of a non-native P^-^J^.^/^^ciude use 
another nucleic acid sequence in a cell, t-ur ^ antisense 

of a bacteriophage polymerase ^such as T . T? ^ , 
DNA or RNA as the co-expres e U c c ^ ^ of 

Wagner et al. teach a vecto ^ g ( ^ wjth g gene of 

RNA polymerase (ex. T3 T7 or , ^ ^ ^ ^ the 
interest (for example, antisense, nuu * .. for a decov to 

of wh,ch wouia .nuude a - expreS sion in cells, u .s 

a viral prote.n) tor ^^'^^ t0 se | e ct a gene encoding an 

The region .o, an,io,pa,ion P» W, 9 ne. a,. ,s ,. S pec«* «««-■ 



,„ res ponse. Applioan.s -esp.C* -end fta, fte, ,s a „c k o, 
mal e,ia, *L» -»een ft* c,a, m ed ,n»en,ion and Wa 9 ne„ pa,«n> ~ 



Enz-53{D3) 



Elazar Rabbani et 
Serial No/. 08/978, o36 

Filed: November 25, 1 997 s -| 1 1 5 (In Response 

"ItS v"t,S99 0..ice Aeon, - Au 9 u S , ,.. 1»* 



Reconsideration a 
requested. 



nd withdrawal of this anticipation reaction is respectfu„y 



^TJjirdReje^^ 

Cms 2 ,» stand rented — 3S U.S.C. ,102« - — 
b V Meyer e, a,.. U.S. P a,en, No. ...7*,«. ^d on — 12. • * « 

the Examiner stated: 

oftgonuoleo.ide I0DNI with a pep. * and c. «' ^ „ hich is 
toD N-p.p.id.-oarri.r| rnctadtng ^^^JL, „. DMA, UNA o, 
capable o. selectively ™«^°°™* Qf J„„ e, a,. Read, 
protein inside • target Mil. The n«en n0 „.„ a ,„,ally occurring 

l^^ST-^ , > - eye,, - 

oligonucleotide is produced). 

, t on of claims 2-24 above, ,t i. believed that the anticipation 
With the cancelation ot claims z z.* a 

r e]ec,,on baaed upon Meyer's paten, ha, been tendered moot. 

consideration and wi,hd,a»a, o, this anticipation region ,r. respect.ull, 
requested. 



The 



Fo urthRejej*o^^ 



. a «nsc § 102(e) as being anticipated 
Claim. 255-260 are re.ected under 35 U.S.C. 

I us p at ent No. 5,854,038, issued on December 29, 199B. 
bY Sullenger et al., U.S. Paten ^ (pages 

based upon an application filed on January 22, 1993. 

16-17), the Examiner stated: 
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The claime d — is drawn ^ n^^-^ 

compatib.e ^J^^^J^l^e an RNA processing 

during process.ng. Further «m element), 

element <an intron or a polyadenyla t on '9 n |sense DNA or 
and the nucleic acid product being * 9 e .tr-nd- ■ 

RNA, sense DNA or RNA, a r.bo zym or a P Qf 
such as one that binds prote.n required 

replication. expression of RNA-based inhibitors of viral 

The anticipation region basad on SdM. * 

A pp,ican« -asp.ct.-v eont.nd «, ,s , lacK o, materia, idantitv 
between the'., claimed .Lmen.s and Sanger's disclosure. 

Consideration and °- *• ■*•*» " "* '^^ 



Ih . .ruth Ruction Un d^5LLS^-IIQ2 

Claims 255-260 stand r.i.ct.d pnd„ 35 U.S.C. .102W - Wn. anticipated 
b¥ H u ™ te .,.UO,.Pa t .n, N o.5,4 8 ,«,a s pedpn Jul v 1 5, 997b a 5 . 

■ , -31 |n the Office Action (page 17), tne 

upon an application filed on July 31, 1991- In the 

Examiner stated: 

_. ..... :„..^ t i,n is drawn to a nucleic acid construct 

lne c,a " ned . 'Zh'Z'o a" cell produces a nucleic acid product 
...u:-u ,„hpn introduced into a ten ..*«,„ ; n a 

comprising a non-native ^^^ST'subs^ii removed 

compatible cell, said process ng J an RNA processing 

during processing. Further m* t.ons cu e 

element (an intron or a polyadenylat on '3 na DNA or 

and the nucleic acid product being: single stranded ^ 
RNA, sense DNA or RNA, a nbozym or a^prote.n g^ ^ 

such as one that binds protein required 

replication. Q , ort i«P use of introns in an expressed 

Hurwitz et al. teach selective use of mammalian ce „, 

aene for increased expression of the gene in 
gene iu. h , irr , an serum albumin, 

specifically the product ,s ..-mi, 
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suggests Applicants' claimed ,nvent.on. Recons.d 
anticipate rejection is respectfully requested. 




^ ouiqc § 102(b) as being anticipated 
Claims 255-260 stand rejected under 35 U ■ ^ ^ 

t»l ("Functional Characterization of Ribozymes P 
by DeYoung et al. I Function 

f t hP intracellular Cleavage of ANF mKNA, a 

and T7 Vectors for the Intraceiiuia Examin er stated: 

33., 21 27-1 21 38 ,1994)1. In the Office Action (page 18), 

t » nucleic acid construct which when 
The claimed invention is drawn to a nuc e ^ 

introduced into a cel. P^^tL in a compatible cell, sa,d 
non-native ^ procegsing . 

processing element ' s / ubst !"r' Y r0C essing element (an intron or a 
Further limitations include an RNA and the nucleic acid 
polyadeny.ation signal ^.^2eToul or RNA, sense DNA or 
deduct being: single strand d^ J sucn as one that b,nds 

DeYoung « al. teach «P'»»»" 0 pron ,oter. Riboiymes are 
« ^'"locl-, i.ncion and „so b.ye an 

Th e an.cipa.on region b, O.Y«« e, a,. > ,e S p.C<* 

. hops not anticipate the present 
It is believed that DeYoung s u,^~ 

invention. 

of the fourth anticipation rejection are 



Reconsideration and withdraw; 
respectfully requested. 
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The_ReiectiMJJnde^^ 



, a SC §1030) as being unpatentable 

Cairns 245-260 are rejected under 35 U. S.C. 5 

t al as applied to c.aims 255-260 above ,n view of Karn 
over DeYoung et al. as applie ^ appljcatjon 

. m„ R 321 046 issued on October 13, iya». 
Patent No. 5,821 ,04b, ^ No 

, Q iQQOl Wagner et al., Ounei ei ai. i 

- °" FebrU " V r ao i9Mi ».d w. « rs— °< - 

5.S47..32. on Augos, 20, 



19-22), the Examiner stated: 



nucleic acid sequence in a ceil. antisense DNA 

bacteriophage polymerase such , ., T3 J\™ claims 25 5-260 

or RNA as the co-expressed nuc « ac-« J whep jntroduced int0 a 
are drawn to a nucleic acid comprising a non-native 

ce |, produces a nucleic acid product^ ^ processing 

processing element, which when >" ■ Furth er limitations 

dement is substantially remov *ddu n g pr ^ & po , yadenvlatl on 

include an RNA process** element I produ ct being: single 

signal and capping elemen t) and the n ^ g , boz 0 a 

stranded, antisense DNA or ™A. sense requjred for 

protein binding sequence such as one 

viral assembly or replication rlb ozymes imbedded in a U1 

DeYoung et al. teach «P^ 8 ^ 7 ° moter . DeYoung does not 
sequence and under the control of a T / P g ^ fmm the 

tea'ch a cassette ^T^Z^^ <° H ' V ^ ^ 
same vector, expression o i spec mca y vectQr 

nor co-expression of the T7 ^^Zci for co-expression of an 
Wagner et al. teach a vector const ^ ^ ^ g ^ Qf 
RMA pnlvmerase (ex. T3, T7 or bKb, se ■ ^ ^ ^ scope 
interest (for examp.e. -^e..^.^ . e coding tor a dau, ~ 

of which would mcuoe „ . • t o{ ge ne expression „, 
a viral protein, see column 3) for enh ^ select 

cells. It is further withm ^^ ope m ° e , nt for a po , V adenylation signal. 

^^z;:^^-- • H,v n his c,aimed 

— K C arn et , teach antisense ^ " 

does not teach co-expression of the 

Dolymerase. f tande m expression of genetic 

P ° V Curiel et al. teach express on fj^ e J ces] . wnen it is 
„„ its " (sU r.h as ribozyme or antisen dire cted against 

,dv desired to produce inhibit!,,* nn. - tPaches 
simultaneously desired . ^ ^ m Cune , a , s „ t.a 

various types of UNA. ^ 
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cc a limiting factor in 
• m thP tandem "genetic units as a nmmi y 
the idea of the s.ze of the tandem y 

the vector design. hn7ume s as representing a ' secon 

Zaia et al. teach ribozyme a J v and tea ch the use 

generation" of ^^^Z^eL* antisense RNA for 
of both synthetic antisense un 

inhibition of HIV-1 . (See at tne time the invention 

It would have been prima tac e ss |n tandem 

was made for one of ordinary skill in the conta ining 
TtLnse directed to HIV -^" e mlcule 1 fused expression 
U1 sequences flanking the antisense ' ™ a T7 promo ter and 

and direction to the nucleus, unde, ■ ** con ^ ^ same vect0 r 
subsequently to co-express 

construct. rt wou | d have been motivated to 

One of ordinary skill in the art w ^ Qne example 

apply antisense to targets a. .demon- rated by of . fl „ f 

rom the art of antisense f^**™' t he art would have been 
vir al proliferation. One of o d.nary * K wjthjn m fro m a T7 

motivated to express the antisens , sequen ^ ^ 
promoter in the context taught by DeY°u g h 
Jhe antisense sequence to the nucleus ^ been obvlQUS 

ribozyme placement in the LH ~"^ nces for rib ozyme sequences^ 
to exchange antisense nude c ac, s o nts of expre ssed RNA 

as zaia teaches ribozymes are fun tiona. q ^ ^ taugnt 

.nti-enee molecules. See ^^^ivatently from the same 
expression of ribozymes or antmense q ^ ^ ^ d h 
construct (column 3 and 7 ) ^On ° f V sequences 0 n the same 

been motivated to »^*« ^ ^ ' by Wagner et al. to avoid co- 
plasmid as T7 polymerase as taught Py ^ expressl0n 0 f 

uanafection of the P^V^^^^mammal.ian cell. Further, one 
the T7 promoter driven antisen i h M exp n 

0 f ordinary skill in the art would ha UVant i se nse sequence as 
tandem from said vector ^•JXn.ous application of antisense 
taught by Cunel et al. tor 

molecules to different targe s have had a reasonable 

0ne of ordinary skill in the art g e jn p|ace 0 

expectation of success to express an a ^ jn the Q x 

the ribozyme sequence with, a U q ^ ^ ribozymes and 
taught by DeYoung et al. «nce J ^ Wagner et al. fur her 

a '':.'l; ^ .nterchangeability of "bozyme -n- a....--- Qf ordinary 

^re^si'oVfrom a site on a vector of success to 

8k J, in the art would have had a reasona ^ th 

express U1 -antisense 9 e " et ' C U ^ s surr0 unding each antisense 
associated desired uanscj« ^ Qf 

sequence) as taught by Curie g constraints of the 

chosen limited only by the size an P ^ have had a 

vector. Furthermore, one of ordinary s p0 | V merase on the 

reasonable expectation of success to express a v ^ 
same construct as the UVantisense J? polyme rase 

S . a... Wagner taught the e«^« exP 0 ^ ase to further express 
and application of tne -.. 34,33, und er com. 

antisense sequences ^^ec^ construct in a m.mma.lian ce.l. 
of a T7 promoter on the same 
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. that the U1-antisense to HIV 

of the HIV target in any cell. 

been obvious to a persoi 
invention was made. 



requested. 

******* 
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♦ w further examination, with 
C„„s 245-260 „ be,n 0 p.esen .d ta ^ 

d*. 2-24 h a«, ^ n »— 
260 having been amended above. 

O, Tin,e ,3 ™n„ Sl and author**™ for <h. sr- ■> » 

1135 ,orto credit any overpayment thereto. 

„ a telep hone conversation would further the P— ^ 
^ appl , c , lon , App ,icant, underfed attorney truest that 
contacted at the number provided below. 



pectfully submitted, 





Ronald C. Fedus 
Registration No. 32,5b/ 
Attorney for Applicants 



ENZO THERAPEUTICS, INC. 

Co ENZO BIOCHEM, INC. 

527 Madison Avenue. 9 >-ioor 

New York, New York 10022 

Sephone: (2121 583^100 

Facsimile: (21 2) 583-0150 
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